Recent results from studies on animals suggest that functional germ cells may be generated from human pluripotent stem cells, giving rise to three possibilities: research with these so-called artificial gametes, including fertilization experiments in vitro; their use in vivo for therapy for the treatment of human infertility; and their use in assisted reproductive technologies in vitro. While the legal, philosophical, and ethical questions associated with these possibilities have been already discussed intensively in other countries, the debate in Germany is still at its beginning. A systematic and detailed analysis of the legal framework in Germany is provided with regard to the three possibilities, including the applicable statutory laws as well as the constitutional law. The question emerges as to whether the statutory laws as well as the constitution justify a distinction to be made between embryos of artificial and natural origin. This question is subject to philosophical analysis, discussing the distinction between person and thing, dignity and price, personality and property, and nature and technique. As a result, the criterion of naturalness alone may not be sufficient to differentiate between embryos of natural and artificial origin, and other criteria need to be identified. 
| I NTR OD U CTI ON
Ten years after the seminal study by Yamanaka describing a set of four transcription factors that enables reprogramming of differentiated somatic cells into induced pluripotent stem cells (iPSCs), the field of stem cell research has made great progress towards potential clinical applications. At first sight, the major ethical and legal issues surrounding the destructive exploitation of human embryos for research and therapy by using human embryonic stem cells (ES cells) could be overcome, but other ethical issues have emerged. This applies particularly to the complex normative assessment of potential applications of human iPSC-derived artificial gametes for research and therapy. This article sets out to delineate the scientific and reproductive use of human artificial gametes as well as legal and ethical considerations related to the discussion in Germany. First, studies of the in vitro differentiation of human pluripotent stem cells into functional gametes, including fertilization experiments in vitro, but no transfer into a living being, thus providing a tool to study germ cell development in vitro. Second, the generation of germ-line progenitor cells that can be transplanted into patients suffering from impaired gametogenesis to rescue the physiologic reproductive biology. Third, the use of artificial human gametes during in vitro fertilization (IVF) approaches.
| BI OM E DI C AL OU TL OOK

| Research involving human artificial gametes
Current research investigates the in vitro differentiation of human iPSCs into functional gametes in order to understand the molecular pathways involved in the generation of germ cells 5 and to get deeper insights into impaired gametogenesis as source of infertility. 6 Thus, fertilization of iPSC-derived artificial gametes and subsequent studies of early human embryo development will probably gain more momentum in upcoming studies and will question the consistency of the germline-cycle paradigm which strictly separates the everlasting cycle of germ cell propagation to the following generations from somatic cell differentiation of the given individual. Considering recent advances in human embryo cultivation techniques, a prolonged investigation period covering even 'post-implantation' stages might become feasible in the near future. 7
| Artificial germ cell progenitor cells as cellular transplant for the treatment of infertility
Autologous or allogeneic spermatogonial stem cell transplantation is currently discussed as a future therapeutic option to restore spermatogenesis in male patients that have survived prepubertal cancers or patients suffering from azoospermia for other reasons. 8 Similarly,
females suffering from ovarian insufficiency may benefit from a cellular transplant that is able to restore the impaired oogenesis. 9 Considering the advances in driving murine pluripotent stem cells into immature gametes that mimic the features of primordial germ cells and that were able to restore fertility after transplantation into murine gonads, one could extrapolate that similar approaches would become feasible with human pluripotent stem cell-derived primordial germ cells as well.
However, little is known about the risk of accidental mutations during the subsequent meiotic cleavage cascade of the transplanted cells in the physiological niches provided by the ovaries or testicles, and thus the overall safety assessment of the resulting gametes needs some special attention.
| Use of artificial gametes in assisted reproductive technologies
Recent experiments that resulted in live born mice derived from artificial gametes that were generated from murine pluripotent stem cells heated up the debate on the potential use of human pluripotent stem cells during assisted reproduction approaches. From the sheer technical perspective, the meiotic cleavage cascade might be considered the most critical step, which might be very vulnerable for chromosomal aberrations and other genetic alterations. Since both male and female stem cell-derived gametogeneses are studied quite intensively, one could expect that artificial sperm cells might become an alternative cell source for the fertilization of normal oocytes or that artificial oocytes might be fertilized with normal sperm. Even more complex, one may 2 Hikabe, O., Hamazaki, N., Nagamatsu, G., Obata, Y., Hirao, Y., Hamada, N., . . . Hayashi, K. (2016) . Reconstitution in vitro of the entire cycle of the mouse female germ line. Nature, 539, [299] [300] [301] [302] [303] Baltimore, D., Berg, P., Botchan, M., Carroll, D., Charo, R. A., Church, G., . . . Yamamoto, K. R. (2015) . Biotechnology. A prudent path forward for genomic engineering and germline gene modification. Science, 348, [36] [37] [38] Ma, H., Marti-Gutierrez, N., Park, S.-W., Wu, J., Lee, J., Suzuki, K., . . . Mitalipov, S. (2017) . Correction of a pathogenic gene mutation in human embryos. Nature, 548, [413] [414] [415] [416] [417] [418] [419] Sasaki, K., Yokobayashi, S., Nakamura,T., Okamoto, I., Yabuta, Y., Kurimoto, K., . . . Saitou, M. (2015) . Robust in vitro induction of human germ cell fate from pluripotent stem cells. Cell Stem Cell, 17, [178] [179] [180] [181] [182] [183] [184] [185] [186] [187] [188] [189] [190] [191] [192] [193] [194] hypothesize that if both partners are unable to produce natural gametes, an IVF approach could be performed using an artificial oocyte and artificial sperm cells. Finally, one could postulate that by means of genetic engineering, male pluripotent stem cells could also be differentiated into artificial oocytes, or female stem cells might be tweaked into sperm cells. If the generation of such 'counter-gender' germ cells becomes a realistic scenario, fertilized embryos might be generated from a single parent or from a same-sex couple.
However, the fundamental question arises as to which legal provisions regarding these three scenarios of action exist in Germany, and which ethical background may be relevant in order to design a legal framework specific to the use of human artificial gametes. Sec. 5(2) EPA prohibits the use of 'a human germ cell with artificially altered genetic information for fertilization '. 21 In this context, the research does not involve fertilization and is not aimed at fertilization. Accordingly, the requirements under Sec. 5(2) EPA are not met.
| LE GA L ASSE SSM EN T OF T HE SCEN A RIOS
This interpretation of Sec. 5(1), Sec. 5(2), and Sec. 8(3) EPA is in line with classical means of legal interpretation. Any other interpretation would very probably go beyond the wording of the said provisions.
The meaning of the wording of criminal law provisions such as Sec. 5 10 Embryo Protection Act-EPA: Gesetz zum Schutz von Embryonen (Embryonenschutzgesetz-ESchG) of 13 December 1990 (Bundesgesetzblatt I 1990 , p. 2746 Genetic Diagnosis Act-GDA: Gesetz € uber genetische Untersuchungen bei Menschen (Gendiagnostikgesetz-GenDG) of 31 July 2009 (Bundesgesetzblatt I 2009 , p. 2529 . 14 Genetic Engineering Act-GEA: Gesetz zur Regelung der Gentechnik (Gentechnikgesetz-GenTG) of 16 December 1993 (Bundesgesetzblatt I 1993 , p. 2066 Concerning its constitutional basis see infra footnote 53.
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'Anyone who artificially alters the genetic information of a human germ line cell will be punished with imprisonment up to five years or a fine '. 19 Cf. also Faltus, T. (2016) . Stammzellenreprogrammierung (p. 459 et seqq). In this respect, the English translation of Sec. 8(3) EPA at http://www. auswaertiges-amt.de/cae/servlet/contentblob/480804/publicationFile/ 5162/EmbryoProtectionAct.pdf ('Germ line cells, for the purpose of this Act, are all cells that lead from the egg and sperm cells to the resultant human being and, further, the egg cell from capture or penetration of the sperm cell until the ending of fertilization by fusion of the nuclei'.) seems quite incomplete. Sec. 8(3) EPA reads in the authentic German language: 'Keimbahnzellen im Sinne dieses Gesetzes sind alle Zellen, die in einer Zell-Linie von der befruchteten Eizelle bis zu den Ei-und Samenzellen des aus ihr hervorgegangenen Menschen f€ uhren, ferner die Eizelle vom Einbringen oder Eindringen der Samenzelle an bis zu der mit der Kernverschmelzung abgeschlossenen Befruchtung'.
21
'Likewise anyone will be punished who uses a human germ cell with artificially altered genetic information for fertilization'.
(1), Sec. 5(2), and Sec. 8(3) EPA must be determined from the norm addressee's point of view. 22 An interpretation going beyond the utter- Genetic modification of human somatic cells for cellular biology basic research is covered by the GEA as long as no gene therapy on humans is concerned, BT-Drs. 11/5622, 23; Schl€ uter, J. (2008) . Schutzkonzepte f€ ur menschliche Keimbahnzellen in der Fortpflanzungsmedizin. p. 196. However, according to the German legislator, genetic engineering operations involving germ line cells shall not be covered by the GEA, 23. 26 'Anyone will be punished with up to three years imprisonment or a fine, who . . . 2. attempts to fertilize artificially an egg cell for any purpose other than bringing about a pregnancy of the woman from whom the egg cell originated, [. . .]'.
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'Anyone who disposes of, or hands over or acquires or uses for a purpose not serving its preservation, a human embryo produced outside the body, or removed from a woman before the completion of implantation in the uterus, will be punished with imprisonment up to three years or a fine '. 28 For the legality of fertilizing artificial germ cells according to Sec. 5(1) and (2) EPA see 3.2.1. The constitutional status, especially under the guarantee of human dignity and the right to life, of 'natural' human embryos has been discussed highly controversially among German lawyers for decades, see, e.g., Dreier, H. privileges 'natural' embryonic entities or whether, for example, the constitution grants the legislature a certain margin of discretion in regulating 'artificial' embryonic entities differently from 'natural' embryonic entities. In this respect, ethical approaches regarding 'naturalness' have to be taken into account as well. 36 Finally, the constant availability of artificial gametes and embryonic entities derived therefrom may play a decisive role in determining the constitutional status of such embryonic entities.
| Artificial germ cells or progenitor cells as cellular transplant for the treatment of infertility
From a scientific point of view, artificial gametes may be used primarily for research purposes. Nevertheless, some scientists explicitly emphasize the potential of artificial gametes for reproductive purposes as well. 37 In particular, it might be possible to use progenitor cells of artificial sperm cells for treatment of male infertility. 38 This involves a combined in vitro-in vivo-method as described above in more detail. Progenitor cells of artificial oocytes may be also used for treatment of female infertility. 'Anyone who artificially alters the genetic information of a human germ line cell will be punished with imprisonment up to five years or a fine'.
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'Likewise anyone will be punished who uses a human germ cell with artificially altered genetic information for fertilization'. ).
Data protection law
To guarantee the health of the patient, the safety of the transplant has to be demonstrated. This holds true in particular if, and to the extent that, the combined in vitro-in vivo-therapy requires prior authorization by an administrative authority, e.g., the Paul Ehrlich Institute (PEI) in Langen. Therefore, the applicant for authorization might have to submit extensive biological data resulting from a comprehensive screening of the genome and the proteome of the artificial, not fully matured, germ cells in vitro, or their artificial progenitor cells in vitro, respectively, in order to establish the safety of the transplants. Hence, the provisions of the GDA may have to be satisfied.
Of course, a preimplantation genetic diagnosis (PGD) could be another solution to the safety problem. In this case, the germ cells of the patient (having recovered from infertility) would be used for IVF.
The resultant embryo could then be subjected to PGD, although PGD is generally prohibited under Sec. 3a(1) EPA. It is only allowed under exceptional circumstances and in accordance with Sec. 3a (2) and (3) EPA. Hence, the revision of Sec. 3a EPA might be necessary.
| Constitutional law
Constitutional concerns relate to potentially conflicting basic rights.
For example, on the side of the patient, the right to physical integ-
(1) in conjunction with Art. 1(1) BL) and the right to reproduction, or reproductive self-determination, 53 may be at stake. In addition, on behalf of the resultant child, its human dignity (Art. 1(1) BL), its right to physical integrity (Art. 2(2)(1) BL), and its well-being 54 must be respected. Another issue might be whether the constitution supports, or calls for, a concept of 'naturalness' with regard to human reproduction.
| Use of artificial gametes in assisted reproductive technologies
Artificial gametes could help to give birth to a genetically related child by way of 'classic' assisted reproduction such as IVF. In particular, couples whose fertility cannot be recovered by means of the aforementioned combined in vitro-in vivo-method might be able to have genetically related children through IVF using artificial gametes derived in whole or in part from their own somatic cells via iPS cells. Moreover, also completely new scenarios of human reproduction might be possible. In particular same-sex couples could have genetically related children. What is more, any individual might be able to replicate himself or herself, respectively, by reprogramming his or her adult somatic cells via iPS cells into both artificial egg and sperm cells. The result would be a child with just one parent ('single parent'), i.e., the child would be genetically related to only one person. 
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'Dieses Gesetz gilt f€ ur die Spende und die Entnahme von menschlichen Organen oder Geweben zum Zwecke der € Ubertragung sowie f€ ur die € Ubertragung der Organe oder der Gewebe einschließlich der Vorbereitung dieser Maßnahmen. Es gilt ferner f€ ur das Verbot des Handels mit menschlichen Organen oder Geweben'. ('This law applies to the donation and the removal of human organs or tissues for the purpose of transplantation as well as to the transplantation of the organs and tissue including the preparation of these measures').
53
The constitutional basis for the right to reproduction, or to reproductive self-determination, is an unsettled question. For some authors it is implied in the right to start a 'family' according to Art. 6(1) BL (M€ uller-Terpitz, R. (2014) . In A. Spickhoff (Ed.), (2nd ed.), Art. 6 GG, para. 1 et seq.), for others in the 'general right of personality ' (M€ uller-G€ otzmann, C. (2009 
| Constitutional law
The diverse kinds of IVF using artificial gametes pose challenges to constitutional law too. With respect to potential parents, their basic right to reproduction, or to reproductive self-determination, comes into play. If the right to reproduction, or to reproductive self-determination is enshrined in Art. 6(1) BL 69 , i.e., the right to 55 'Anyone will be punished with up to three years imprisonment or a fine, who 1. transfers into a woman an unfertilized egg cell produced by another woman, 2. attempts to fertilize artificially an egg cell for any purpose other than bringing about a pregnancy of the woman from whom the egg cell originated'.
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'Anyone will be punished with up to three years imprisonment or a fine, who 1. attempts artificially to fertilize an egg cell without the woman, whose egg cell is to be fertilized, and the man, whose sperm cell will be used for fertilization, having given consent'.
57
'(1) Anyone who causes artificially a human embryo to develop with the same genetic information as another embryo, fetus, human being or deceased person will be punished with imprisonment up to five years or a fine.
(2) Likewise anyone will be punished who transfers into a woman an embryo designated in paragraph 1. (3) Any attempt is punishable'.
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Criminal Code: Strafgesetzbuch (StGB) of 13 November 1998 (Bundesgesetzblatt I 1998, p. 3322). English version: https://www.gesetze-im-internet.de/englisch_stgb/. 59 '(1) Whosoever performs an act of sexual intercourse with a consanguine descendant shall be liable to imprisonment not exceeding three years or a fine. (2) Whosoever performs an act of sexual intercourse with a consanguine relative in an ascending line shall be liable to imprisonment not exceeding two years or a fine; this shall also apply if the relationship as a relative has ceased to exist. Consanguine siblings who perform an act of sexual intercourse with each other shall incur the same penalty. (3) Descendants and siblings shall not be liable pursuant to this provision if they
were not yet 18 years of age at the time of the act'.
60
'Anyone will be punished with up to three years imprisonment or a fine, who . . . 7. attempts to carry out an artificial fertilization of a woman who is prepared to give up her child permanently after birth (surrogate mother) or to transfer a human embryo into her'.
61
'Anyone will be punished with up to three years imprisonment or a fine, who . . . 3. knowingly fertilizes artificially an egg cell with the sperm of a man after his death'.
62
'Anyone will be punished with up to three years imprisonment or a fine, who . . . 2. attempts to fertilize artificially an egg cell for any purpose other than bringing about a pregnancy of the woman from whom the egg cell originated '. 63 See supra 3.2.1.
64
Transplantation Act-Tissue Regulation: Verordnung € uber die Anforderungen an Qualität und Sicherheit der Entnahme von Geweben und deren € Ubertragung nach dem Transplantationsgesetz (TPG-Gewebeverordnung-TPG-GewV) of 26 March 2008 (Bundesgesetzblatt I 2008 ). This act is, according to its Sec. 1, generally applicable to all tissues within the meaning of Sec. 1a(4) TPA.
'family', the question may arise of whether the constitutional notion of 'family' implies the 'naturalness' of the reproduction process. IVF using human artificial gametes, however, renders highly artificial ways of human reproduction possible. For example, artificial oocytes may be derived from male iPS cells, and artificial gametes could be produced from same-sex couples or from the same person entailing 'single parenthood'. In addition, artificial gametes could be used for IVF purposes even after the donor of the somatic cells, which the gametes were derived from via iPS cells, has deceased. In addition, the child's right to know his or her descent, which is encapsulated in the 'general right to personality', 70 has to be taken into account as well. Conversely, the donors of somatic cells, which the artificial gametes were derived from via iPS cells, might claim to have a constitutional right to know their progeny.
The aforementioned rights may be restricted for reasons of the child's well-being, especially the child's quest, and development of, his or her personal identity. Accordingly, the question has to be answered of whether IVF using artificial gametes, in particular whether 'single-parenthood', parenthood of same-sex couples or descent from deceased persons, endangers or even harms the child's (psychological and mental) well-being. In addition, the physical integrity of the child as well as that of the mother may call for strict requirements concerning the safety of the artificial gametes used for reproduction purposes.
| Property vs. personality rights
All three scenarios 71 raise the question of who has the right to decide on the use of artificial gametes, especially on their generation, modification, and use. Since this right affects the legal assessment of all aforementioned scenarios, it may, and shall, be discussed separately.
In German law, individual rights to decide on the use of objects may be property rights or personality rights. See, e.g., Velte, G. (2015) . Die postmortale Befruchtung im deutschen und spanischen Recht, p. 216 et seqq.; Bilsdorfer, P. (1984) . Rechtliche probleme der in-vitro-fertilization und des embryo-transfers. Monatsschrift f€ ur Deutsches Recht, 804. 
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'Products and other components of a thing, even after separation, belong to the owner of the thing, unless sections 954 to 957 lead to a different conclusion '. 79 M€ uller, R. (1997) . Die kommerzielle Nutzung menschlicher K€ orpersubstanzen, p. 50.
80
'A person who, by processing or transformation of one or more substances, creates a new movable thing acquires the ownership of the new thing, except where the value of the processing or the transformation is substantially less than the value of the substance. Processing also includes writing, drawing, painting, printing, engraving or a similar processing of the surface'.
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An ethical evaluation of the generation and use of human artificial germ cells may start with the question that asks in which regard natural and artificial germ cells differ from each other. Obviously, it is the artificiality, i.e., the artificial origin and differentiation of human artificial germ cells, as well as the availability, usability, and manipulability, i.e., their use for novel scenarios in research, therapy, and reproduction, which may raise ethical concerns. Those concerns may apply to the artificial germ cells themselves; however, they also apply to human embryos generated by fertilization using artificial germ cells if those totipotent entities can still be considered human embryos. Since a key question for legal provisions will be how to appropriately define the moral and legal status of artificial gametes and embryos generated by using them for fertilization, the following reflections will focus on this issue.
| Artificiality as a normatively relevant criterion?
Why does concern arise about artificiality in the context of reproduc- However, it also tremendously extends this view as novel scenarios, e.g., treatment of so far incurable infertility or novel forms of human genealogy, will become feasible. These novel possibilities and choices of action can be considered as extending reproductive selfdetermination since now a variety of personal conditions can be determined, not merely whether and when to have a child.
Acting on the basis of increased knowledge and self-determined interference with natural processes of human reproduction is associated with an increasing responsibility on the part of the interfering subject. The assessment of whether an action is considered ethically responsible within the specific context of artificial gametogenesis requires, besides defining the addressees of responsibility, criteria, arguments, and norms. With regard to the latter, many established legal norms concerning human reproduction in Germany, as laid down in the EPA, appear to be oriented towards preserving the background of natural processes of reproduction in a way that only the minimum interference necessary to artificially support these natural processes has been legalized. The provisions set by the Act were predominantly based on ethical and philosophical considerations such as safety and risk assessment with regard to the well-being of the child as well as categorical arguments such as protection from heteronomy and interfering with the germ line. However, the resulting normative framework was widely consistent with excluding actions other than those supporting the equivalent reproductive processes observed in nature. Apparently, in the context of interfering with human reproduction, responsible action was considered as following the criterion of 'naturalness'. This was possible as long as the techniques to be applied tried to emulate the natural processes, e.g., IVF.
Not only in law but also in philosophy, arguments of naturalness seem to play an important role in the context of human reproduction.
Despite the fact that arguments based on naturalness have been considered notoriously difficult, there are current well-regarded philosophers who point, although in different ways, to the need for nature as a reference in (bio-)ethics. 81 An example for the substantial role of naturalness in the context of human reproduction might be meiotic cell division, since this process results in the stochastic recombination of genes during gametogenesis, therefore providing the natural basis of the genetic unpredictability of each individual human subject. This is widely considered a precondition for the self-understanding of a subject which, by the very nature of the processes taking place during its coming into existence, escaped the possibility of having been planned and designed by other subjects. The ethical debate on, and rejection of, cloning human beings centres, among others, on this argument.
In artificial gametogenesis, the natural process of meiotic cell division and recombination by sexual procreation is retained. However, at the same time, the generation of artificial gametes from pluripotent stem cells is highly artificial and not represented in nature. Since artificial gametes are made from somatic cells, and embryos generated by using artificial gametes may be considered as being made as well, the status of these cells and entities needs to be defined.
| Person vs. thing. Dignity vs. price
The example of meiotic cell division shows that natural conditions in the context of reproduction may have profound relevance for human self-understanding. Rather than being 'made', man considers himself as someone who 'is becoming'. Yet, even as someone who considers himself as becoming, the conditio humana calls for dealing with the natural conditions and for considering it as a task to form these conditions.
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Since antiquity, defining the relationship between condition and task is a substantial effort of philosophy which is currently experiencing new dimensions through a variety of novel technical possibilities, especially in life sciences.
Against this background, a key question for legal consideration is whether artificial gametes and embryonic entities generated by using artificial gametes for fertilization can be categorized as things due to their artificial origin, thereby falling under property rights usually associated with things, or whether they have to be viewed either as being governed by the cell donor's personality rights or even, as regards generating artificial gametes would have on our normative selfunderstanding. Even if the normative assessment of natural gametes has so far not been fully clarified, the possibility of human artificial gametes raises questions, i.e., whether they should be viewed as things, what relationship exists between the artificial gametes and the embryonic entities generated by using them for fertilization, and whether a person, i.e., a legal subject, emerges and develops from a thing, i.e., a legal object. To find legal answers to these questions appears difficult since German law only defines two classes: legal subjects with personality rights and legal objects subject to property law. Whether a third possibility exists is an issue for discussion.
The legal dichotomy of persons and things is a predominantly distinct one and does not allow an overlapping classification. But the question of whether the dichotomy is only obligatory in a synchronous perspective or also in a causal or genealogical point of view is debatable. A good example of this notoriously difficult problem is the qualification of the different evolutionary phases in human development.
From the moment of birth until death, every human being possesses the status of a person according to German law. He or she is always a legal person and bearer of human rights such as the right to life. However, the legal status of human beings before birth and after death is subject to debate in law. Following the predominant opinion, unborn children are protected by basic rights and as such are protected against abortion by criminal law. But this does not mean that unborn children are legally equivalent to born human beings, which is demonstrated by their general lack of legal capacity under statutory law. Likewise, defining the legal status of corpses seems to be difficult. Although post-mortal personality rights exist with regard to corpses, they are not property, i.e. not governed by property law. Thus, it seems that neither the unborn child nor the corpse is defined as a thing by German law, but at the same time they are not legally equivalent to born and living human beings.
The legal dichotomy between person and thing seems to be stretched to its limits regarding ontogenesis, the temporal development of human beings.
Embryos and corpses are not qualified as things in a natural context but rather as person-like entities. As a result, a continuously developing human entity does not go through both phases of being an object and a subject according to law. If one qualified fertilized artificial gametes as legal objects, then the question needs to be addressed of whether a legal person can emerge out of a legal object.
The complementary relationship between person and thing is not only relevant in everyday life but can also be, in a similar but not completely alike way, found in the Kantian distinction between dignity and price. In his Groundwork for the Metaphysics of Morals, Kant writes: 'In the realm of ends everything has either a price or dignity'. 83 And with this the 'realm of ends' is, in a similar way to distinction between person and thing, divided dichotomously into that which has a price, and that which is 'above all price', 84 and therefore has dignity. Phrased in an analogous way, one could even here see a complementary relationship between legal object and legal subject.
However, the following elaborations shall neither be an exegesis of Kantian moral philosophy nor an interpretation of the German constitution and its 'Objektformel', 85 but an analysis of, in an ethical way, relevant criteria for the described dichotomy, which obviously builds the thematic framework for the normative classification of artificial gametes and the embryonic entities generated by using them for fertilization. The qualification of artificial gametes is of importance, independent of their use in research, therapy, or assisted reproduction.
Researchers must know if they are experimenting with possible bearers of human rights and the right to life, or if their object of research is just a cell, a pharmaceutical/drug, tissue, or a possibly patentable invention.
Thus, the determination of status must be the basis for a normative judgement of production and usage of artificial gametes in the three action contexts given above, i.e., research, therapy, and assisted reproduction. The central problem which must be solved for the legal and ethical classification is that of the status of artificial gametes and the embryonic entities which result from using them for fertilization. Since neither the legal nor the ethical status of embryonic entities is unambiguously defined, an easy and clear-cut answer for the status of their artificial 'equivalents' can hardly be expected.
For these reasons, appropriate criteria for the qualification of the legal and ethical status are required, which are applicable in the realms of research and therapy as well as in assisted human reproduction.
However, criteria which are obligatory for a legal definition often cannot simply be transferred and used for an ethical analysis. Therefore, the following considerations will be based on ethical criteria, which, however, will be as far as possible in accordance with corresponding legal criteria.
The elaborations given above show the difficulty in qualifying or defining a status of a human being, given the continuity of human development, i.e., its extension in time. This leads to the question of why an entity may be defined by different criteria at different time points during its development. For example, it needs to be clarified whether the occurrence of death changes the status of an individual from a legal subject to a legal object, or whether the status of an unborn changes to that of a person by the event of his or her birth.
These questions are so far not solved from a legal perspective.
On these grounds, the generation of artificial gametes leads to the additional question of whether an intentional interference into an entity may significantly affect the status of this entity, and if it does whether these circumstances have additional effects on the qualification of the said entity in later stages of its development. Are artificial gametes which were generated from somatic cells to be qualified as The 'Objektformel' is essentially tied to Immanuel Kant's prohibition of instrumentalization. It refers to the concept of human dignity in Art. 1 (1) BL and is violated whenever a tangible human being is treated as merely an object. The German Federal Constitutional Court resorted to this concept regarding several different decisions.
hand. Determining this relationship will be relevant particularly for two reasons: First, for determining the status of artificial gametes and the embryonic entities generated by them, and second, for determining a responsible handling of these novel technologies and the products generated using them. 
| Concept of naturalness
The reasoning given above shows that the notions of 'naturalness' and 'artificiality' are not irrelevant for the status of an entity. The artificial generation of gametes raises the question of whether all entities created artificially should be regarded as things, not as persons. In analogy to the explanations given above with regard to the determination of an embryo or a corpse, we ask whether an entity should not only be qualified by birth or death but also on grounds of the artificiality of its generation, and whether its legal nature may be changed, due to this criterion, in a normatively relevant way. The legal analysis as given above asks whether a 'concept of naturalness' is required in order to reach a substantial and sound qualification. Yet, how can naturalness or artificiality become relevant in normative terms? How can naturalness be of importance for the dichotomic classification of persons and things?
It is a notable that the vast majority of entities which are classified as persons by law are natural entities. On the contrary, technical or artificial products are never classified as persons. This fact is mirrored by the term 'natural person'. Also, the quantity of things contains predominantly artificial, not natural entities. Even if the extensions of the terms are not completely consistent, there are similar assignments. Qualification becomes difficult if entities have natural as well as artificial characteristics, e.g., transplants. Naturalness and artificiality appear to be significant for qualification. However, the assignment of children conceived by IVF or even human clones to the term 'person' indicates that the artificiality of a person cannot be sufficient to prevent his or her qualification as a person. The controversial debates about these methods of reproductive medicine illustrate that an ever-increasing level of artificiality in this specific context raises problems for normative classifications. How can the relevance be determined more closely?
With regard to the term 'nature', several meanings need to be differentiated: In a holistic understanding the term 'nature' can be understood as 'existence per se' and, thus, comprise the whole universe.
Nature can also be understood as the specific part of reality which may be in contrast to various non-natural parts of reality such as technique, culture, the spheres of spiritual or the divine. Moreover, nature may be understood as characteristic of the reality or as the being (nature) of a thing, the latter being reflected, e.g., by the often used linguistic term 'in the nature of the thing' or the term 'nature of the law' which both indicate an essential characteristic of a given entity. In modern times, the term nature is often used to mean something which is subject to the laws of nature.
Since it is obvious that a concept of naturalness is needed, it is important to define the way nature is understood. For determining the status of artificial gametes, the term 'nature' will be used to mean the being of a thing as it was developed by the Greek philosopher Aristotle.
| Nature vs. art/technique
In the ontological tradition, artificial and natural entities are differenti- technical entities is always outside themselves. They are the products and results of artificial manufacturing. The Greek word physis and the Latin word nascire carry the meaning of seed, growing, and giving birth in contrast to the meaning of manufacturing and making.
| Expression of the subject vs. characteristics
If the differentiation between natural things and artificial things is transferred to the relationship between person and thing, it becomes clear that naturalness cannot, like person and thing, be understood as a subject. Rather, naturalness is an essential non-accidental characteristic which allows for the differentiation of natural entities from technically manufactured entities. Unlike person and thing which we understand as expressions for subjects and therefore reflect substances, the understanding of nature is that of a characteristic which enables statements on the quality of a subject respective substance. In the EPA, the embryo is viewed as a self-developing entity which, although dependent on various external conditions, performs its own development by way of self-movement. However, it has to be kept in mind that the characteristic of self-movement which was shown as being essential in an Aristotelian view does allow a classification of natural and artificial entities but is not likewise essential for the classification of person and thing. This is because the term nature bears an ambiguous meaning and gains its definition by its respective contrary, e.g., culture, artificiality, or freedom.
Although the characteristic of self-movement is sufficient to differentiate between natural and artificial entities, it is obviously not sufficient to differentiate between person and thing. This may be reflected in the so far not entirely clarified definitions of human embryos, human corpses as well as animals. Thus, the essential characteristic of selfmovement appears not to be essential in every context. The characteristic of self-movement is not irrelevant for the differentiation between person and thing, yet it is by no means sufficient.
Considering this, it appears to be necessary to work on identifying and analyzing further criteria, which may be suitable to achieve an adequate qualification. These criteria may not provide a clear distinction between person and thing, thereby indicating that for the assessment of artificial gametes a clear distinction may not be possible.
Those criteria may include:
1. Availability: The possibility of generating human gametes in abundance, either from ES or individual iPS cell lines, would facilitate dramatically access to human gametes with the possible consequence of encouraging views on correlating large quantities with reduced value and, thus, applying economically grounded criteria to the evaluation of human gametes and eventually embryos which may result in a silent change of their normative status and that of embryos generated from them. What might be considered a benefit for reproductive medicine and research, i.e., the availability of socalled 'research embryos', could lead to an increasing objectification and devaluation of human embryos. Also, the meaning of parenthood and the respective responsibility needs to be evaluated against the background of abundant amounts of embryos being generated from artificial gametes of individuals. In this context the question of ownership of artificial gametes also arises.
2. Usability: The opportunity of generating artificial gametes from iPS cells will make it possible for individuals to have genetically related children, even in the case of sterility or infertility. Given the extensive manipulation of cells necessary to accomplish this task, questions need to be addressed as to whether satisfying the drive of having genetically related children justifies using artificial gametes.
In this context, the meaning of human reproduction as well as the medical status of infertility, e.g., disease or dysfunction, needs to be considered. In addition, the techniques open up novel genealogical possibilities which are not represented in nature.
Moreover, human artificial gametes offer the opportunity to be produced from the genetic founder in stages of life naturally not compatible with gametogenesis or from deceased persons, or from human embryos via ES cell lines. Also, the new opportunities prompt the question, for example, of whether it is justified to differentiate gametes bearing the opposite gender compared with that of the pluripotent stem cells they were derived from, i.e., oocytes from male pluripotent stem cells, in order to generate children which are genetically related to both same-sex partners. In addition, it must be considered whether oocytes and sperm cells derived from the same iPS cell line should be used for fertilization with each other, thus forming an embryo by sexual fertilization which originated genetically from the same individual. 
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